Microorganism, medium and process for preparing hyaluronic acid 
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Abstract not available for CN1 099068 
Abstract of corresponding document: EP0625579 

The present invention relates to a novel mutant 
of Streptococcus zooepidemicus producing high 
molecular weight hyaluronic acid; to a process 
for preparing said hyaluronic acid by employing 
said microorganism; and to a medium suitable 
for the culture of a microorganism producing 
hyaluronic acid. 
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|AT CC 3 5 2 4 6 ^7%.>> ^k3kfl%.ft ft, & 

jft*;*^****. **#*<t*fLBF 7 0 7, 

^IfKCTCC M 9 4 0 2 3 „ 

;fr-g-&4£j#.&L B F 7 0 7, -flMfc-^fcC C T C C 
M 9 4 0 2 3 0 



i , , 

*irteti&te£4i. #fr*-*£5 okdain, oo 

0 k d a ^W. #fr*-4$ + *#jL*fctt, 3 - (1.4) 
-tfJtfiH&^P - (1 , 3 ) -N - ^gfe;£«*tJg::fc# 

fcl*P, ^H#^J4 , 141,973 (Balaz) 

*lfi*f«, ^&^&&#1fc^&3l ; tf?Mt (g 1 y c o s 
ami nogl yean) , i*iJMWIIt * ^i* 

^3E^.U^ (genus Streptococcus) 

tt#M*MK£4MZ,#: tiUlfe4&*tt (S . p y r o g e n 
e s ) , H&E&lif (S . faecal is),S. 



epidemicus), -9j$£lfc& (S . e q u i ) 
. (S . e q u i s i mi 1 i s ) 

#£.'fefl^E'f6?*sRi^-» + *^ ; feL a n s f i e 1 d jk 

^^^^Ntffi (cocci). #|*P, ^E.^ff^7 0* 
-#*"J*Ht5 6692 /1 983 fD5 00997 /1 98 
5 , &^*Ftt**S*#l + it9 2 -9 4 9 4 f08 7 -1 
125 <f, ifcJtT^ffl^tfmilk^^^^itWitttt^ 

IS -#•#!! if ifc9 0 -5 7 7 4 &5£7 — 

<&-7ftt H*^*!*^ 57901/1987 iJtfp 7 — 

^-*'J*Ht2 25491/1989 7 — *MfcJ8£-# 

ff 6^7 0 ^-#f'J titl 41594/1988 fo2 891 
9 8 /1 9 8 7 |Uf7— 

-f-MxtlMfc fll*"fe3 0 0 kdai3, OOOkd 

Bit. *±*Btt**1ft-#*faLttife 



Si A*U BMMTMWATCC 3 
5 2 4 6 ^B^M^lLBF 7 0 7 &£B# 
!HI§ (fermentation profiles); 

M^^lAT C C 3 5 2 4 6 £ ft a£ W Jft & ft 

^4^A^P B P^BflJ|^^^l:^kb^®; 

^(intrinsic viscosity) 

S4 ^T^#[^5ttitB^M^^#^^^^nlfel 0 
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5 2 4 6 sfcfc*. fcjfcfcfctf&'teteJlN - f afe-N' 

- (NT G) tfjkKQktkV! (P a 

rent microorganism) S^^h^-H. 

tf-fc^tf. Jth^, tt*JtW«tt*#«NTG*fc1f*H. 

&*}ife&J*#inn- (c o 1 o n i e s ) , ft 

o o k d a ft Ml. — #^f4t«r**1t*|t 

u -#-^3*^L B F 7 0 7 " ( *S t r e 
pt ococcus zooepi demi cus 
L B F 7 0 7 "), #&m^^fam&i%$l^*L&%L> 

wmT^m&ft®ttfo£®fcJ&tt\MB\kn, fi9 9 

3 #1 ^2 9 01M[i i #@*fUMM* + '*? (KCTC) 
, Mf^KCTCO 0 7 5 BP, 

0fi&.&#j£4£lfc£iL BF 707 (Strept 
ococcus zooepi demi cus LB 
F 7 0 7 ) £fl 9 9 4 #-4 ^1 1 0 ^ H-ft-M^ 

JMfrflUft + 'fc (cctcc) afctfTflt*. 

CTCC M 94023, 
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HIM. m&Vl, &S-&&l£l£> l*-*#*4*, At, Jft 

l-lil, *$fi£#L-#j, *fcl*3E&, tLffc4f, 4*,&4£#. 
&KB*£h;L Beit*, iMMlfctt 

i o o fc«*fJ!*, o .5 j£3 .o $4Ufc&. i .o 15 . 
o i .o mi o .o i o . 

0 12 0 .0 l£S£#Jfc, *>1 .0 ^5 .0 H 
IfcafcttA-Mn 5 0 17 0 &ff*4|, 0 .7 mi .5 * 
*&Sfc34, 1 .5 ^2 .5 *^-«,4T, 4 .0 ^6 .0 * 

###3Mfc, i 3 .o mi 7 .o £##j&*oo .5 mi . 

jfcJh tt3t**3 3 -cm3 8 x:«r***Brt. w 

^^o .1 mi .o vvMtt*MM\ rftt£4(rsittT»*. 

(Akasaka, Hi nodedo, J . So 
c. Cosmet. Chem. Japan, 22, 
35 -42 (1 9 8 8 )). 
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i^^3 , 5 0 0 k d a 0 &m^r v£&tfi&3%Jfc&ittff%L- 
Sfrtit (Z . D i s c h e , J . Biol. Ch 
em., 167,189 (1 9 4 7 )), 

(HPLC) &&fcm&&$l%L&Wffi&&lfr 

^-* 0 ^ilM^M^ (hplc) H, mfcJSti* 

Chabr eck, Chr omat ogr aphi a, 
30, 201 -204 (1 990); Narl i n 
B. Beat y, Anal. Biochem., 1 
47, 387 -395 (1 985); Nori ko 
Mo t ohashi , J . Chrom., 299, 5 

0 8 -5 1 2 (1 9 8 4 ) ) 0 *«#jfc»!JfcJ*B*, 

ttJg^MTitWNa r 1 i n ^"^1^; (Anal. B 

1 ochem., 147, 387 -395 (1 985) 

^.PS.#t4^^ = 0. 000356 XMW exp (1.0699) 



##2£$£3$-l!3f (Streptococcus z 
ooepidemicus) (AT C C 35246) 
» KT-f- 2 5ml Todd -Hewitt $JzM#:fr|£ 
^(Difco.USA, Cat. No. 0492 
-0 5 -0 ) , *ME**T3 7 -C**l 4 jfcjg, 
##£j#?2 . 5 ml ±£#^###^2 5 ml To 
d d -He witt £hft4fc+, ^IMST^ 7 °CJ# 
ASi^ (exponential 
growth p h a s e ) 0 B£Js, #1 ml 
4ML4 °C&^& (5 , 0 0 0 Xg , 5 ^4+) , 
KtiLtil&frMmi ml Tr i s .-ITIt-^MJt 
(#1 MtMTr is 6 t pH6 .0 , 
11^-^5 .8 fc, jfc, *«t3EHt0 ,2 5^ 

%, *fefi£4£0 .1 .0 0 5 £) >£ 0 

tt^Sfr^ttSOMfr*^! ml tt_fcj£fc*t'3&$fc + , Rt 
^*DAN - f 4fc-N f (NT G) , 

-fe^^^ii^'Jl 0 0 ^2 0 0 Ug /l , ft|Bp^E3 7 "C 
&«2 0^3 0 ^4+^#S6 0 ^1 2 0 IfcJUfc 

(5 , 0 0 0 Xg , 5 , ^$kK^Jsm±^ 

(cell pellets) #&#^±i£|ft 
+• ##£'J&1 ml ^2 5 ml 

Todd -He witt gMMfctf. Bt^^E3 7 °C!M£ 
1 8 'hBnXJttAn^JILJ^Jnfettjfcg. 
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a r zones), 3&^&*>£jfo.y£ feft AYv&'A £ 

*>^4 0 0 Mg itB^Ml^^l %6f 6$V^ (a 1 
bumin fraction V) (Sigma 
Co., Cat .No.A-2153) #jT o d d - H 
e wi t t 3*J»*MMfett^iIL+ 0 #T^^-JIIL^EJ|3jS^S 
#3 7 °C^tS2 ^5 ^L^, I^J^t*nAl Oml 2 N 

£S*-&3M*#, #AnA.$|;frn*T o d d -He wi t 
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* 8 /jMtf 0 j£&m ) +, ^^#^3*^ (AT 

CC 3 5 2 4 6 ) ft%7$m&. $L&&$L\k?$ M*&%^ 

3 odd -He w i t t 1 50m 

o nmmm, i .o 2 .o 

5 .0 jt6£##!M^ 1 5 .0 £fi£#J&*nO . 7 

5 2 1 -c^n^*^^ 

i±6^o t&fe, fc^t^nAl 5 0 ml Jiii.^#^^^#, 
H<t^7 .1 „ &&#3 5 "C. %kK$L$L%0 ■ 

5 v v m #7&#T, &fr2 4 /jMtf 0 

#±£#^0 .4 5 ^m^J^Nit^, 

B^MS^^^^-*, thA#^^35^.^AT C C 3 5 2 4 

6 £;*{±}lftiMMifclft^*^iiJ#£<, &^'J3tm, 
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jt&^=-3 , 5 0 0 k d a 0 

pm > $L$cWfa$]t8i & Steffi 

%.*k&M: mat 
&i o -crt#itk*i: mat 

#L6 .5 %&7Kt#j£*: BJ3te 
;£p H9 .6 figfe 

^E4 o %m*t-+tt£-fc: 83 tt 

Site 

fotii&ftWJIk (b a c i t r a c i n ) fe: 



jk±tim*£^VL*&, ****** 

^J^ffi^te&K^ (Be r g e y ' s Ma n 
nual of Determinatine Ba 
cteriology (1 974)) ^ &Tffi&&lffi^ 

Bll^f^, M^M»|LBF 7 0 7 o 
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LBF 7 0 7 ^ffl#^|ATCC 3 5 2 4 6 

fflt^lAT C C 3 5 2 4 6 B*g-jt&£i5^2 0 % 0 
tfc#l£j&#!|2 : ^*#7&& 

M^^^^ifxt^^J^^B^^iii^^^^ 
f°l£f-g-#:4£l*.g|AT C C 3 5 2 4 6 #7$&BJ^I5£ 

^^ft^/A^^lR^^^J^mp^itB^M^^^ 

*3MTTtb&, ^tmM^^mm^.WainVX&.HB AL 
ON (Pharmaci a AB, Sweden, 1 
ot No. RH41401) A R T Z (B i o c h 
e mi cal Industry Inc., Jap 
a n ) 0 

LBF 7 0 7 ±Ftbm.WMWtfrJk&*m.». + Hl&R 

HE AL ON fDAMVI S C ( 
Johnson & Johnson, US A) #75j& 

#]foB.fti£&BL-&& 0 ^Na r 1 i n 

^-4o ^^^1, *M^|LBF 7 0 7 ^/^it 
B^Mfi^^^:!:^ , SOOkda, HEALO 
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3 , 1 0 0 k d a . 

#^it«r*#ife^*: 6 o nmmm, i . o 

tt. 2 .0 fe*Mfc.=.*,4T, 5 .0 foi 5 . 

^#1*11 AO ,0.5,0.75,1.0*02.0 ^^.#[^, 0 

0fJ£ttJft**&i 2 i •C*#^lt2 o ^^^^ 

tiinAl 5 0ml ^JJ^fAT CC 352466*? 

#^fe^#p Htt^7 .2 , j&^^73 5 "C 
MZM\m.+ %0 .5 v v mftfcffrT, J#^2 4 
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H^o .7 5 g /l 0 i}±&#£*Bt, JM!£4MMfc + 

^B^^|^^^^^4 .8 g /I . 

tfeJKrA <l2lA#*R*fc#r*> £ ft. ft 

®4 t, nh 2 -ct r l ft**»****«r##* 
+ <&afefc|2 , , n h 2 -u 

n i d 4t*&*Mi&xth&*3t+'*mihm.mmwi <* 

3 , 0 0 0 ml /g , ffi&3fclB.l!l^;fc3 , 4 0 0 ml / 
g o #Jff3i*Bl#tt*AilLftA*P|(r^faiWNa r 1 i 

3^*, &#<J3 , 0 0 0 k d a , 

, 4 0 0 k d a 0 ;fc*fr#gfe + *n 

£*fe#!|3 : tm4k&*ttttJfMM* (Batch Cu 
1 t u r e ) 



6 o i .0 2 .0 

^&4f, 5 .0 1 5 .0 £##J&*no . 

7 5 A***. 

15 0ml -&&4&lfc^L B F 7 0 7 

JfcAnAJH**^, #*-flM*P H^7 .1 ^7 .3 , 

3 5 13 8 "C, ^^3$.^ #0 . 1 v v m^l .Ovvm 

Utlfc^3ftA*6 ,o g /i , ifcfflJt*tt?4*-?-**ft 

3, 500kda o 

4^ (Fed -batch Culture) 

^4**»teHtt*#3fctf, M*»W«r*A*4 o g / 
i 0 i 2 991 s *H-j&, **W#ftjftfe#jib*** ( 

fed -batch culture), fajfet^ 

mm&&2 4 13 6 /JsBf, JL£# + ttsfc«JJtt* ft 

#7&&#5 .Og/1 , #litflit»«ff^^ft^* 
3, 500kda o 
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